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Introduction
Osteoporosis, diagnosed by measurement of bone mineral density (BMD), is a common health problem worldwide due to its high risk for fractures, morbidity and mortality and expensive health care costs [1] . Impacts on BMD are caused by a multifactorial etiology, including metabolic syndrome (MetS) and obesity. Accumulated evidence indicates significant associations between osteoporosis and metabolic abnormalities such as central obesity, hypertension, hyperglycemia and dyslipidemia [2] [3] [4] . It is well established that low body mass is correlated with reduced BMD and an increased risk of osteoporosis. However, controversial studies have indicated that increased percentage body fat (PBF) and abdominal fat accumulation are strongly associated with low BMD [5, 6] .
Sarcopenic obesity, defined as low muscle mass and the presence of obesity, has been reported to be associated with an increased risk of osteoporosis and non-vertebral fracture [7] . Sarcopenic obesity has also been suggested to be associated with low BMD in the elderly population [8] . Metabolically healthy obesity (MHO), a condition observed in a subgroup of obese individuals who do not display MetS, was recently reported in several studies [9, 10] . People with MHO are prevalent and are generally agreed to comprise up to 25%, but not more than 30%, of the adult obese population [11, 12] . It was proposed that those with MHO had lower risks of cardiovascular diseases and preserved insulin sensitivity [13] . However, unlike the relationship of obesity and BMD, the potential association between MHO and BMD is largely unexplored. The aim of our study was to investigate whether having MHO individuals was associated with BMD in a cross-sectional study composed of participants receiving a health examination at the Tri-Service General Hospital (TSGH) in Taiwan.
Methods

Study design
This cross-sectional study was composed of male and female participants aged 20 years old and older who underwent comprehensive health examinations in the TSGH. Study approval was given by the Institutional Review Board of Tri-Service General Hospital, Taiwan. The Institutional Review Board waived the requirement for individual informed consent because the data were analyzed anonymously. MHO is defined as a specific feature of obesity that is not accompanied by MetS. Exclusion criteria of our study were chronic liver diseases, inflammatory bowel disease, chronic kidney disease, cancer, lupus, multiple myeloma, rheumatoid arthritis, thyroid disorders, and missing information (including baseline characteristics, and dual energy x-ray absorptiometry (DEXA)) (N = 56178). Additionally, those with MetS as defined by the Taiwan Health Promotion Administration of the Ministry of Health and Welfare in 2007 were also excluded (N = 6269). [14] . In the final analysis, there were 6776 metabolically healthy participants. For body mass index (BMI), we divided all eligible subjects into 4 categories: (1) underweight: BMI<18.5 (N = 380); (2) normal weight: 18.5<BMI<24 (N = 3747); (3) overweight: 24<BMI<27 (N = 1841); and (4) obese: BMI>27 (N = 797). Obesity was defined as a BMI> 27 kg/m 2 according to the criteria of the Department of Health in Taiwan [15] . For PBF, the study sample was divided again into 4 categories by classifying the PBF values of subjects in quartiles: (1) 
Measurement of BMD
DEXA, the most frequently used technique for measuring BMD, was performed during the health examinations by using a Prodigy Series X-Ray Tube Housing Assembly (GE Medical Systems Lunar 3030 Ohmeda Dr Madison, Wisconsin, USA). DEXA can be applied to measure BMD at various body sites. The density of the lumbar spine was measured rather than the total hip. We excluded those participants with past histories of vertebral fracture, vertebroplasty, or implants of polymethylmethacrylate cement.
Diagnosis of low BMD and osteoporosis
Lumbar spine osteoporosis and low BMD were defined in the health examinations based on the criteria of the World Health Organization [16] . The definition of osteoporosis was a BMD less than or equal to 2.5 SDs below that of a young, healthy adult female reference group [17] . Low BMD was diagnosed when the lumbar spine BMD value was between -1 and -2.5 SDs below that of the young reference group.
Measurement of PBF
PBF was the indicator used in the study and was measured by BIA (InBody720, Biospace, Inc., Cerritos, CA, USA), which was non-invasive, portable, and inexpensive. This accurate technique is effective and has been validated to estimate body composition parameters such as total body weight, extracellular water, intracellular water, and fat mass [18] .
Definition of MetS
MetS was diagnosed if an individual had ≧3 of the following characteristics based on the Tai 
Covariate measurements
BMI was estimated based on a general formula where the weight of the individual in kilograms was divided by the square of the individual's height in meters (kg/m 2 ). Biochemical data were collected by drawing blood samples from subjects after fasting for at least 8 hours; the samples were measured by standard procedures. Data on cigarette smoking were obtained from participants by asking the question "How many packs do you smoke per day". Consumption of alcohol was determined by self-report questionnaire, and participants were divided into ''never" and ''alcohol consumption" groups. Proteinuria was measured in a random urine sample during the health examination and in a first morning void urine sample collected by the participant. Proteinuria was diagnosed by dipstick test, which is a basic diagnostic tool for determining pathological changes in urine sample in standard urinalysis [19] .
Statistical analysis
Statistical estimations used in the study were performed using the Statistical Package for the Social Sciences, version18.0 (SPSS Inc., Chicago, IL, USA) for Windows. The differences between males and females in terms of demographic information and biochemistry data were examined by Student's t and Pearson's chi-square tests. A two-sided p-value of � 0.05 was regarded as the threshold for statistical significance. An extend-model approach was used with multivariable adjustment for pertinent clinical variables as follows: Model 1 = age + gender; Model 2 = Model 1 + proteinuria, total cholesterol (TC), uric acid (UA), creatinine (Cr), aspartate transaminase (AST), albumin, high sensitivity C-reactive protein (hsCRP), and thyroid stimulating hormone (TSH); and Model 3 = Model 2 + history of cigarette smoking and alcohol consumption. Natural logarithm transformation was performed to normalize the distributions of all variables before analysis because variables were nonlinearly related to the response variable. Linear regression was performed to assess the association between different obesity phenotypes and BMD. Logistic regression was used to investigate gender differences in the associations between different obesity phenotypes and the presence of low BMD and osteoporosis. Table 2 shows the associations between different obesity phenotypes and BMD by gender. In males, being of normal weight and being overweight were associated with reduced BMD with β values of -0.221 (95%CI = -0.354, -0.088) and -0.155 (95%CI = -0.286, -0.023), respectively. However, no significant difference was observed between PBF and BMD. In the female population, being of underweight and being normal weight were significantly associated with reduced BMD with β values of -0.736 (95%CI = -1.043, 0.429) and -0.340 (95%CI = -0.567, -0.112), respectively. Being in Q1 was related to reduced BMD with a β value of -0.253 (95%CI = -0.465, -0.041).
Results
Epidemiological characteristics
Associations between different obesity phenotypes and BMD
Associations between different obesity phenotypes and the presence of low BMD and osteoporosis Table 3 shows odd ratios (ORs) of different obesity phenotypes for predicting the presence of low BMD and osteoporosis as obtained by multivariable logistic regression. Being of normal weight and overweight could predict the presence of low BMD with ORs of 0.402 (95% CI = 0.204, 0.791) and 0.539 (95%CI = 0.321, 0.905), respectively. Being in Q2 and Q3 were associated with low BMD with ORs of 0.694 (95%CI = 0.490, 0.982) and 0.466 (95%CI = 0.342, 0.636), respectively, in the fully adjusted model. However, no significant differences were noted among the associations with osteoporosis in the study sample.
The results based on gender differences are demonstrated in Table 4 . There were no significant findings regarding different obesity phenotypes and low BMD in the female population. On the contrary, male subjects displayed the same results as described above. 
Discussion
In the present study, we highlighted the associations between different obesity phenotypes and BMD in an MHO population from a large population-based survey. We observed that obesity as defined by BMI was closely associated with increased BMD, and that obesity as defined by PBF was related to reduced BMD. Not only BMI but also PBF had a likelihood of predicting the presence of low BMD, particularly in the male population. To the best of our knowledge, our study is the first to explore the associations between different obesity phenotypes and low BMD and osteoporosis in an adult population. Controversial findings have been reported in several studies on the impact of obesity on bone metabolism. Obesity has conventionally been suggested to be beneficial to bones and protective against osteoporosis [20] . Salamat et al. reported that obesity, defined by BMI, conferred a reduced risk for osteoporosis and low BMD in a non-institutionalized population [21] . Body fat and lean mass were suggested to contribute to the maintenance of BMD, by generating a mechanical overload on the bones [22, 23] . However, recent evidence has shown that excess body fat might not have a beneficial effect on BMD [24] . Sarcopenic obesity, a specific term for the presence of decreased muscle mass and increased body fat, was reported to be associated with the development of osteoporosis among an elderly population [7, 8] . A similar result was presented by Zhao et al., who reported that fat mass was inversely correlated with bone mass genetically, environmentally, and phenotypically [25] . In a Korean study, BMI was considered as a protective factor against vertebral fractures and was related to increased BMD; however, PBF was a risk factor for vertebral fractures and low BMD [26] . A recent study with Pacific Island women showed that PBF was inversely associated with BMD [27] . Accumulated visceral adipose tissue was associated with low BMD in middle-aged Chinese women [28] . This is consistent with our findings that increased PBF values had a harmful effect on bone health and could predict the risk of developing low BMD. Although positive relationship with BMD has been reported in previous studies, higher BMI had a tendency to predict a risk of lower BMD in our study. The underlying mechanism for this observation was unclear. In a cross-sectional study including women of different ethnicities, higher BMI caused increased BMD for white women while it reduced BMD in African Americans [29] . It appears that there is a racedependent effect of obesity on BMD. Several experimental and clinical studies have suggested that obesity is detrimental to bone health. Proinflammatory cytokines such as TNF-α, IL-1, and IL-6, which are induced by adipose tissues, contribute to the development of osteoclast activity and bone resorption [30] . The stimulating mechanism of osteoclasts was via the regulation of RANKL/RANK/OPG [31] . Adipogenesis might be a plausible pathway for the impact of obesity on reduced bone formation, because adipocytes and osteoblasts originate from common multi-potential mesenchymal stem cells [32] . In obese animal models, altered bone metabolism might result from the overproduction of leptin [33] . Increased secretion of leptin or decreased production of adiponectin could result in macrophages accumulation induced by adipocytes [34] .
Overweight vs Obese
A gender difference in the association between obesity with BMD was observed in our study based on our finding that only among male subjects did obesity have tendency for predicting the presence of low BMD. Because the study sample of health examinations was derived from an adult population, most female individuals had not experienced the dramatic drop in circulating estradiol levels that accompanies menopause. A previous study reported that significant changes of hormones in women were believed to be the major cause of rapid bone loss in women during menopause [35] . Estrogen inhibited bone resorption by inducing cumulative changes in multiple estrogen-dependent regulatory factors to affect osteoclast formation [36] . The protective role of sex hormones appeared to be a plausible explanation for the varying results regarding BMD by gender. There were several limitations to the present study. First, the sample analyzed in our study was composed of a relatively healthy general adult population. Participants with osteoporosis were rare and not prevalent in this age group. It was not surprising that no significant differences were observed in the associations between obesity phenotypes and the presence of osteoporosis. Second, the dataset was derived from an exclusively Asian population, so the limited ethnic diversity of the participants might not reflect the racial differences that exist for the association of obesity with BMD. Next, this was a cross-sectional design, so causal inferences are no not able to be made; a longitudinal survey is suggested for use in further studies. Finally, various factors can limit the use of BIA. Relative increases in extracellular water and total body water might underestimate the percentage of body fat and overestimate fat-free mass in the obese state [18] . Food intake can lower the results of body fat measurements by causing a variation between the highest and lowest PBF readings of PBF [37] . Overestimation of fat mass and underestimation of PBF are observed after moderate exercise due to reduced impedance [38] . 
Conclusion
Our findings demonstrated that increased PBF was significantly associated with reduced BMD after adjusting for variable confounders in an MHO sample and that high PBF might be a useful indicator for low BMD. A gender difference was noted, indicating that hormones might be a key factor influencing bone metabolism. The association between body fat and bone health deserves further investigation into the potential pathophysiological mechanisms. Strategies for preventing the detrimental impact of obesity and prolonged follow-up research for predicting risks of incident low BMD and even osteoporosis are necessary.
